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Docket No. 99N-I415

Dear Sirs,

Please find hereunder the comments from:

DSM Anti-lnfectives (formerly Gist-Brocades B.V.)

\

P.O. Box 1
2600 MA Delft
The Netherlands
Contact person: Chris Oldenhof, Ph.D.

Manager International
Tel: +31 152792361
Fax: +31 152793632

. ..

. .
,.

Regulatory Affairs

on FDA’s Proposed Rule on “Supplements and Other Changes to Approved New Animal Drug
Applications” (dated 23June 1999 and issued for comments on 1 October 1999).

DSM Anti-lnfectives, a Business Group of the Dutch company DSM, is one of the world’s
leading manufacturers of ~tibiotic APIs and -intermediates. Our Business Group has sixteen
wholly- and partly owned manufacturing sites worldwide, and is the holder of more than twenty
five DMFs (many of which were formerly approved AADAs for bulk) submitted to and in
majority previously review~qiand found acceptable by the FDA.

1
COMMENTS:

DSM Anti-lnfectives recognizes that both the existing and the proposed CFR 514.8 (b)
provide for the possibility of defining less burdensome notification procedures for changes
within accompanying Guidance documents.
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Because the proposed CFR 514.8 has been written in such a way that especially the
recommendations on the filing mechanisms for changes to bulk pharmaceutical manufacture -
which is the area our company is active in – will be covered by accompanying Guidance
documents, we would like to refer to our comments previously submitted on the following Draft
guidance documents:
● Draft BACPAC I Guidance
. Draft Guidance on Changes to an Approved NDA or ANDA
. Draft Guidance on Chemistry, Manufacturing and Controls Changes to an Approved

NADA or ANADA

Copies of our comments on those draft documents are enclosed for your reference.
We trust that FDA will take these comments seriously into account, not only in the finalization
of these Draft Guidance documents, but also, where relevant, in the finalization of the
Proposed Rules.

Si;cerely yours,
-..--=””

//j-j-,

Chfis Oldenhof, Ph.D.
Manager International Regulatory Affairs
DSM Anti-lnfectives
Delft
The Netherlands

- Enclosures
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Wateringseweg 1, Delft
PO. Box 1, 2600 MA Delft, The Netherlands
Telephone +31 152799111

Dockets Management Branch (HFA-305)
Food and Drug Administration
5630 Fishers Lane, rm. 1061
Rockville, MD 20852
USA
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Direct line Delft

+31 152792361 1999, 14 October

Docket No. 99D-1651

Dear Sirs,

Please find hereunder the comments from:

DSM Anti-lnfectives (formerly Gist-Brocades B.V.)
P.O. Box 1
2600 MA Delft
The Netherlands
Contact person: Chris Oldenhof, Ph.D.

Manager International Regulatory Affairs
Tel: +31 152792361
Fax: +31 152793632

on FDAs Draft Guidance “Guidance for Industty: Chemist~, Manufacturing and Controls
Changes to an Approvdd NADA or ANADA (June 1999), issued for comments early October
1999.

DSM Anti-lnfectives, a Bus~ness Group of the Dutch company DSM, is one of the world’s
leading manufacturers of antibiotic APIs and –intermediates. Our Business Group has sixteen
wholly- and partly owned ~anufacturing sites worldwide, and is the holder of more than twenty
five DMFs (many of which $ere formerly approved &4DAs for bulk) submitted to and in
majority previously reviewed and found acceptable by the FDA.

COMMENTS:

Except for the deletion of the section on “Labeling” and for some minor differences in certain
details in the text, this new Draft Guidance is very similar and largely even identical to the
previously issued Draft Guidance “Changes to an Approved NDA or ANDA” (CDER, June
1999).

Gist-Brocades B.V. established at Delft, Trade Reg[ster Haaglanden No. 27227704
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For this reason, our comments are exactly identical to the ones submitted on above
mentioned CDER Draft Guidance. We therefore enclose a copy of these previous comments
and request that these will be seriously taken into account in the further finalization of this
CVM Draft Guidance.

As already stated in the enclosures, we would like to re-emphasize our serious concern that
the overall approach used for all FDAs current Draft Proposed Rules and Guidances on post-
approval change authorization requirements and procedures, does not take into account that it
should also be possible for DMF holders to implement post-approval changes. We trust that
the FDA will adhere to one of the key principles of the FDA Modernization Act “To reduce the
number of post market manufacturing changes requiring FDA approval and otherwise to make
it easier to implement manufacturing changes for approved drugs”. In this respect, we would
also like to refer to our comments/suggestions submitted to FDAMA Docket 99N-0386 on July
26, 1999.

Chris Oldenhof, Ph.D.
Manager international Regulatory Affairs
DSM Anti-lnfectives
Delft
The Netherlands

..
.

- Enclosure
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Dockets Management Branch (HFA-305)
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Direct line Deft

+31 152792361 1999, 5 July

Docket No. 99D-0529

Dear Sirs,

Please find hereunder the comments from:

DSM Anti-lnfectives (formerly Gist-Brocades B,V.)
PO. Box 1
2600 MA Delft
The Netherlands
Ccmtact person: Chris Oldenhof, Ph.D.

Manager International Regulatory Affairs
Tel: +31 152792361
Fax: +31 152793632

on FDA’s Draft Guidanqe “Guidance for lndust~: Changes to an Approved NDA or ANDA”
(June 1999). ‘1

DSM Anti-lnfectives, a Business Group of the Dutch company DSM, is one of the world’s
leading manufacturers of antibiotic APIs and –intermediates. Our Business Group has sixteen
wholly- and partly owned mkufacturing sites worldwide, and is the holder of more than twenty
five DMFs (many of which ere formerly approved A4DAs for bulk) submitted to and in

Jmajority previously reviewe,, dnd found acceptable by the FDA.
“,

COMMENTS:

The content of this new FDA Draft Guidance has caused great disappointment and even
astonishment within our company. However, we believe this may have been caused by the
fact that this new Guidance has probably been drafted before the FDA had the opportunity to
evaluate the comments which have been previously submitted by industw - including our
company - on the Draft !3ACPAC I Guidance, that was issued in November 1998.
For your reference, we enclose a copy of our comments on the BACPAC I Draft Guidance,
which were submitted in January 1999.

Gm-Erocades B.’/. es:aclisrec M Celft. Trade Register Haaglanden No. 27227704
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We trust that the FDA will endorse our view that Regulations and/or Guidance that do not offer
indust~ the possibility to maintain its regulatory compliance, should not come into existence,
However, as was clarified in our enclosed comments, the BACPAC I Draft unfortunately is a
clear example of such a, to be omitted, Guidance.
The now issued Draft Guidance on “Changes to an Approved NDA or ANDA” contains exactly
the same elements, relating to the authorization of changes in bulk pharmaceutical
manufacture, as the BACPAC I Draft did. It, therefore, unfortunately falls within the same, to
be avoided, category.

We kindly request the FDA to once more seriously consider the points made and the
suggestions given under point 2. (“Major specific comment”) in our enclosed letter of last
January. With these comments we intended to cover not only BACPAC 1,but indeed the entire
scope of BACPAC.

We hope and tmst that both this new Guidance and its companion BACPAC Guidance will, in
their final form, provide for procedures and requirements that will enable indust~ to implement
necessay, beneficial and often unavoidable changes in bulk pharmaceutical manufacture.
However, in order to avoid that many API manufacturing processes will be completely and
perpetually ‘frozen”, both Draft Guidances will require further revision along the lines
suggested in the enc!osure.

Sincerely yours,

-/
Chris Oldenhof, Ph.D.
Manager International Regulato~ Affairs
DSM Anti-lnfectives ,
Delft
The Netherlands

- Enclosure ,

Courtesy copy:
Dr. Roger Williams (HFD-003)
Deputy Center Director for ~harmaceutical Science
FDAVCOER J
Office of Pharmaceutical S$i~nce
6027 Woodmont Office Com@ex 2
Rockville, MD 20852
USA
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THE NETHERLANDs
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OUR REF CO/SA/256

YOUR REF

DATE January 6, 1999

Dockets Management Branch (HFA-305)
Food and Drug Administration
5630 Fishers Lane, nn. 1061
Roclwille, MD 20852
USA

Docket No. 98D-0994

Dear Sirs,

We herewith would like to submit the comments ofi
Gist-Brocades B.V
PO. Box 1
2600 MA Delft
The Netherlands
(contact person: Dr. Chris Oldenhof)

on the Draft Guidance for Industry “BACPAC I“, issued by the FDA in November 1998.

Gist-Brocades B.V. is one of the world’s leading manufacturers of antibiotic APIs and
-intermediates. Our company has twelve wholly- and partly owned manufacturing sites worid
wide, and is the holder of more than twenty DMFs (many of which were formerly approved
AADAs for bulk) submitted to and in majority previously reviewed and found acceptable by the
FDA.

1. General statement:
(Relating to the entire Draft Guidance)

The current FDA thinking reflected in the BACPAC I Draft Guideline is one very positive an
important step towards irnprt@g post approval change requirements, procedures, and filing
mechanisms for APIs and the’kintermediates in such a way that they will accommodate change,
progress and improvements instead of making any change practically impossible, as has largely
been the case for dedicated bulk ~anufacture until now. The adherence to scientific principles -
such as substance” equivalence” as key criterion - is strongly supported by Gist-brocades.

>
J

The most critical issue which is, ‘@wever, left unaddressed by the Draft Guidance relates to the
procedural problems which exist for implementing - especially process - changes in
Multi-Customer and/or Long-Chain Supply Systems (MCLCSS). The paragraphs in the Drafl
Guidance relating to changes in site, scale and equipment, however, have largely been received by
us as being realistic, reasonable and workable.
Our specific comments follow hereunder.

GIST-BROCADES B.V.
TRADE REGISTER
DELFf NR 26027704
ESTABLISHED AT DELFT



2. Major specific comment:
(Relating to page 14, line 99 to page 13, line 38 of the Drafl Guidance)

Because an imporunt part of the .WI- and inte~ediates mmufacfuin: indusn-y is invo ived in the
supply within MCLCSSS.we srrongly feel that the key issue still [O be solved h.ro@ BACPAC
lies in preventing that manufacturing changes will be ~ec~sstilY md MIY blocked for reasons
of a too high regulatory burden - in terms of effoms, COSEi - on purchasing companies
downstrearn.(’’The Cusromers,The Customers’ Customers and even The Customers’ Customers’
Customers” may be invo[ved in efforts related to submissions of (.+)ND.ASupplements !).
Therefore, our by farmosr important comment is the following

*

h

If, within the scope of B,ACP.+CI, equivalence has been proven ~orMY intermediate (up to and
including [he tinai intermediary), the submission of a supplement by the holder(s) of rekted
(A)NDAs will not be required.
Reference to the changes re!xing to the manufacmre of the inteneaiote Should be provided
within the (.\) Ni3.+s’ .+rmud ~Reporrs.

btie~ our comrnem ccmes dowmto downgrading all process charges ~vithproven “in[ennediate
equivalence” to [he .+nnu~lReporring category (CFR 3 14.70.d.\
Note: The sec~ionof :he Guidance describing these specific requirements should j~ongl~
emphasize [hat equivalencedeterminations which 3upeartobe ixiequare may le3d to severe
sanctions up [o produc: rtcdls. 1[should also s~ress tha[ [he scr~tiny ot_~il cixa re!ating to the
determination of equivalencewill be a top ptiotity within FD.A’sbuik inspections progrcm.

The o.hove filing mechanism forms the only [bin.hble procsdure fcr making process
improvements possibie \vit,ln MCLCSSS, as long m the opproval ct_DMFs is not yet m op[ion
for [he FDA and as !ongx-xsessinent of any information inc!uced in DNEs ma in their
Amendments cm oniy be :riggered duo ugh each znd eveq{ re!a[ed i,.~)~~.+ separately.

However, ~pproval of ONfFsis s~illan emrernely suitabi;”option [o solve [he MCLCSSS issue.
Such a sysrem, which then should inciude approval of submissions on charges to the DMFs,
would result in a workable’situation for both the FD.A and for indusrqj. To ensure both
worica.biliryand the Safe? of drug products, [he sys~em should have [he following features:
- Only DMFs referencedby (A)ND.% will be assessed and approved
- Approval may be !imitetito one or more SUP.+C dosage form categories.
Overall, such a procedurewpuld increxe regulatory control over many process changes: review
may occur before impleme&tion ins~ead of afier implementation, as is the case with CBES
changes.

We would like [o swzges~yet onp o[her possib ie so Iution for the above issue, from a quite different
angle of approach:
In MCLCSSS the final intenned~tfs are nonmally older, well known substances, available horn a
substimtial number of suppiiers. Itimay therefore be cone luded that such substances are falling
within the criteri~ as included in FDA’s Febnnry 1987 Guidance, :0 determine what should be the

“Starting Material”. Tnis ‘cecauseclexly more than one of [he listei cri[eria are being met by such
materials.
In addition, this would be filly in !ine widl the cm-ren[ (draft 2) deiimtion on [he “.4-PIStming
Mxerid” within ICVQ7.A..



By clarifying this marter.possibly within the ElACPAC Guidance. the “Long Chain” aspect of the

above described issue on iiling mechanisms could alsobe resok.d ina straightfomardand

eiegmt way.

3. Additional major comment:
(Relating to page 12, line 54 to page 14, line 98 of the Drafi Guidance)

The Draft Guidance indicxes that in case of relaxation or delerion of specific~tions other than for
the final intermediate, [he riling mechanism should be CBES. However, obviousIy such a
requirement wilI lead [o exactly the same filing problems in MCLCSSS as described above.
We therefore analogously propose to either alIow for fling of such charges in AMual Reports,
PROVIDED THAT EQL~.UENCE OF hi INTERiMEDL+TE ELLSBEEN PROVEN, or
alternatively, to consider xiopring thesuggestion on the “Starring !vktizl” definition. as
described above.

-L Minor comments:

(Relating to page J,‘ iine ‘6 of the Draft Guidance)
V/e suggest to de!e:e “at ~minimum” in order to avoid uc ku+rymti unceminry.

(Re!a[ing to the section stxing tiom page 8, line 32 of the Drait Guidance)
For the sake ofcla.xi~;.we .vould propose to insem an introduc:cry sentence to [hat section as
t-oilows:
“If the site change is not .vi[hin ~ single faciliry, the following 3pgiies:”

We trust that the FD.I wiiI recognize [he very urgent need [o resolve :ne finai major issues within
the area of regdatoqi filirgs on bulk post ~pproval changes, as tiescfibed above. The BACP.~C
Guidance is offering tie ~-ique opuorruniry for accomp iishin~ such a historic result.
It is our strong be!ier_~hatonly reasonable and, especially ~lso workable procedures and fbg
mechanisms will bring beneih [o sociew as a whole and to “thesafery and ‘nedth of the patients in
particular.

,

Sincerely yours,

Ctis Oldenhof, Ph.D.
Manager International Regulatory Affairs
Gist-Brocades B.V.
DeHl J(, \
The Netherlands ).

1
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